Inhibition of colchicine absorption by the fat substitutes, sucrose polyester and tricarballylate triester, in the rat.
The effect of non-absorbable fat substitutes (sucrose polyester (SPE) and tricarballylate triester (TCTE)) on the enterohepatic circulation of colchicine was studied in the rat. In a first experiment, emulsions of either sunflower oil (SFO), SPE, or TCTE, were introduced into the ligated small intestine and compared to a control group receiving physiological saline. All the groups received colchicine as an intravenous bolus. The plasma levels of colchicine in all groups was not affected, and luminal samples indicated that SPE and TCTE have no influence on the biliary excretion of colchicine (a previous experiment in bile duct-cannulated rats showed that SPE and TCTE, introduced by intragastric tube, have no effect on bile flow rate). In a second experiment, colchicine diluted in bile was mixed with saline or emulsions of either SFO, SPE or TCTE, and introduced into the ligated small intestine. The area under the curve and the maximal plasma concentration of colchicine were reduced when the drug was mixed with SPE or TCTE rather than saline (p < 0.0005). After 150 min, luminal samples were taken and showed significantly higher (p < 0.034) concentrations of colchicine in both SPE and TCTE groups compared to the saline group, indicating a significant inhibition of reabsorption of biliary colchicine. In conclusion, the non-absorbable fat substitutes, SPE and TCTE, did not influence biliary excretion of colchicine but reduced its reabsorption, thus altering its enterohepatic circulation.